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FIGURE 5
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Figure 5: Predicted binding mode of newly discovered LATL1 inhibitors. (A) Binding poses of JX-
078 to LAT1 derived from metainference simulations using the cryo-EM structure (PDB identifier 7DSL).
Predicted key residues from enrichment analysis (Fig. 1). The compound extends to druggable sub-
pockets C and D. Docking pose of (B) KH-13 and (C) tryptophan, which is a known substrate of LATL1.
(D) Docking pose of a tryptophan analog that targets Pocket C.



bioRxiv preprint doi: https://doi.org/10.1101/2022.05.03.490502; this version posted May 3, 2022. The copyright holder for this preprint (which
was not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made
available under aCC-BY-NC-ND 4.0 International license.

FIGURE 6
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Figure 6: ICso values of newly LAT1 inhibitors. 2-D representation of (A) Compound KH13 and (B)
Compound KH1 (C) Compound EN2 (D) Compound EN14 and (E) L-Phenylalanine, along with each
representative dose-dependent inhibition curve. For ICso determination, varying concentrations of each
compound were tested ranging from 0.1 uM to 200 uM. GraphPad Prism version 9.3 was used to
calculate 1Cso0 values, and each concentration point (n=2) was normalized to L-Phenylalanine at 200
HM.
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